Sinomenine
is an alkaloid contained in the root of Sinomenium acutum Rehd. These results give rise to the assumption that the depressor effect of this drug is due to the peripheral vascular action. Atropinization and severance of the vagi did not give any marked influence on the depressor effect. The notable fact obtained through these experiments was that there was a far longer latent period (20 to 50 seconds) until a precipitous fall began by sino menine injection compared to the same caused by histamine (se Fig. 1 Such refractoriness cannot be observed with histamine and the latter caused a wheal of the same size as in normal skin on a skin refractory to sinomenine.
Comparison of the wheal dimension caused by various concentrations of sing menine and histamine showed that 1 mg of sinomenine corresponded to approxi mately 0.46 mg of histamine in causing the wheal of the same dimension. If it is assumed that the histamine liberated in the skin possessed the same effect, weight for weight, as the histamine injected into the skin, then one molecule of sinomenine is seen to liberate approximately 1.5 molecules of hista mine.
Identi ficatio;a of the debressor substance which appears in the lymph. Intravenous injection of a definite amount of thoracic lymph of a dog, notably augmented by the injection of sinomenine, in an atropinized and chloralose-anesthetized cat caused a precipitous fall of arterial pressure with a short latency, as in the case of histamine.
Such action was seen only in a very slight degree in the lymph before the injection of sinomenine and was not caused if the cat had been given previous intravenous injection of 0.5 mg/kg of Neo-Antergan, similar to the depressor effect of histamine of a comparable strength.
The effect of contracting the isolated ileum of a guinea-pig by the lymph was increased over an hour after the injection of sinomenine, the maximal effect being seen 20 to 30 minutes after the injection (Fig. 4a) . This action was not suppressed to a great extent by atropine, as was the case with histamine of a comparable effect, but was inhibited by the pretreatment of the gut with an excess of histamine (15) or in the presence of Neo-Antergan, similar to the action of histamine of a comparable strength.
However, the action of acetylcholine, Ba++ and K+ was practically unaffected by these pretreatments (Fig. 4b and c) . Sinomenine itself at concentrations above 50 pg/cc showed a slight inhibitory effect on the ileum contraction caused by histamine and acetylcholine, but gave almost no effect on the tone by itself, even in 10-3 dilution. It follows, therefore, that such activity of the lymph may be indicated by the equivalent concentra tion of histamine. Such a value obtained coincided with that obtained by the parallel assay by the blood pressure of cat, within an experimental error of the two methods. (As was reported by Code (14), the value obtained by the cat's blood pressure was generally higher than that by the ileum method.)
Finally, a lymph extract was prepared by the method of Code (14), involving the destruction through acid hydrolysis of most of the substances acting like histamine against guinea-pig's ileum and cat's blood pressure which are likely to be present. in the tissue extract.
Assay results obtained from this extract with two objects against, histamine also coincided within the error of these methods. Moreover, coincidental value was also found, within a loss by extrac tion, with histamine equivalent obtained with a fresh lymph.
When the degree of lymph acceleration became large by the intravenous injection of sinomenine the increase of such active principle appearing in the Vasodepmssor substance appearing in the blood plasma.
The 'I'ABLrt 2 . Histamine estimates (µg/cc) recovered from blood plasma of dogs injected 1-2 mg/kg of histamine hydrochloride. Plasma were extracted by Code's method and tested on guinea-pig's gut
As an attempt on solving this Problem, intravenous injection of 1 to 2 mg/kg of histamine hydrochloride, a dose that can cause about a similar vasodepressor effect as in the foregoing experiments, was given to a dog and the amount of histamine in plasma was determined. The results are shown in' Table 2 . In the case, the plasma histamine immediately after the injection was similarly high, but the amount of histamine 30 minutes later showed a fairly rapid recovery in con trast to, a very slight recovery of the blood pressure. This result suggests the possibility that the increase of histamine, liberated by sinomenine, in plasma can approximately indicate the degree of blood pressure depression in such a case. However, no adequate explanation can yet be given for the notably persist ent low blood pressure even after the rapid disappearance of histamine from circulating blood. Setting aside the question of whether or not these chemicals give some iujurious effect to the wall of the blood vessel, the above phenomenon may be caused by the maintenance of a certain concentration of the substance that causes dilation of blood vessels for a comparatively long period in the capillary bed, since the increase of histamine equivalent in the lymph lasts for an extremly long time. In any case, it seems safe to conclude that the majority of the vasodepressor effect by sinomenine is caused by histamine liberated in plasma and tissue fluid. 
SUMMARY
The present series of experiments clearly indicated that sinomenine, an antineuralgic drug, is a potent and specific histamine liberator, chief reasons for which are based on following evidences:
1. Intravenous injection of sinomenine in a dog causes depression of the arterial blood pressure, rise of portal pressure, increase in the volume of liver and hind limbs and accelerates flow of thoracic and cervical lymph. Intradermal injection of this drug, in men and dogs, causes a typical triple response. Striking tachyphylaxis is shown in any one of these actions and some of these actions are notably suppressed by antihistamine drugs. 2. Depression of arterial pressure by the intravenous injection of sinomenine requires a latent period of 20 to 50 seconds.
